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ABSTRACT

Immune thrombocytopenic purpura and venous thromboembolism are rare but known complications of ulcerative colitis.
Although several case studies have examined the treatment options available for ulcerative colitis patients presenting with
immune thrombocytopenic purpura, there have been no reported cases that describe the optimal treatment for patients
with ulcerative colitis and immune thrombocytopenic purpura complicated by simultaneous deep venous thromboses. We
present the case of a 19-year-old woman who presented with ulcerative colitis and immune thrombocytopenic purpura
and in whom multiple deep venous thromboses also developed. The patient underwent urgent simultaneous laparoscopic
colectomy and splenectomy. She improved clinically, and her platelet count recovered after surgery. When thrombocy-
topenia develops in patients with ulcerative colitis, a diagnosis of immune thrombocytopenic purpura should be
considered. In such patients, pre-existing ulcerative colitis might be involved in the immunologic causal mechanism of
immune thrombocytopenic purpura and venous thromboembolism. In cases in which these entities are refractory to
medical management or complicated by venous thromboembolism, simultaneous laparoscopic colectomy and splenec-
tomy are safe and well tolerated and can be lifesaving.
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INTRODUCTION We present the case of a 19-year-old patient with both UC

and ITP. Interestingly, however, multiple deep venous
thromboses (DVTs) also developed and complicated her
treatment. Although several case studies have examined
the treatment options available for UC presenting with
ITP, there have been no published cases that describe the
management of patients with UC and ITP complicated by
simultaneous DVTs.

Ulcerative colitis (UC) is a chronic inflammatory bowel
disease (IBD) of unknown etiology. There are several
extraintestinal manifestations of IBD that have been re-
ported in the literature. Several autoimmune conditions
have been shown to be associated with IBD, among
which autoimmune hemolytic anemia is frequently re-
ported.!? Immune thrombocytopenic purpura (ITP) has
been reported sporadically in the literature. ITP is a type

of thrombocytopenia that is defined by platelet destruction CASE REPORT

as a result of autoantibodies to platelet antigens. Edwards
and Truelove? originally described the association between
ITP and UC in 1964. Another rare extraintestinal manifesta-
tion of IBD is venous thromboembolism (VTE). UC, in par-
ticular, has been shown to have higher coagulative-fibrino-
Iytic activity that is thought to account for the increased risk
of VTE seen in this patient population.*
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A 19-year-old woman with a history of UC was admitted to
the hospital because of hematochezia and abdominal
pain. Physical examination findings showed abdominal
tenderness and tachycardia. The laboratory workup
showed an elevated white blood cell count of 12 900/mm?
and a normal platelet count of 171 000/mm?®. Soon after
admission, a trend for thrombocytopenia (119 000/mm?®)
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was noted. Computed tomography scan of the abdomen
showed diffuse colonic thickening. Flexible sigmoidos-
copy showed severe colitis and evidence of nonspecific
colitis on biopsy. A diagnosis of acute UC flare-up was
established based on the patient’s clinical features and
colonoscopic appearance. She was given total parenteral
nutrition, started taking oral 5-aminosalicylic acid (balsala-
zide) in addition to prednisolone, and underwent steroid
pulse therapy. The patient showed no response to treat-
ment and continued to have worsening hematochezia,
and the platelet count continued to fall during the hospi-
talization course. The administration of balsalazide was
stopped because it was suspected as a possible cause of
thrombocytopenia, but the platelet count continued to
decrease and reached 64 000/mm?® 7 days later. Dissemi-
nated intravascular coagulation was ruled out by the pres-
ence of a normal prothrombin time, as well as normal
levels of fibrinogen and fibrin degradation products. A
diagnosis of ITP was suspected based on the finding of
positive autoantibodies to platelet membrane antigen and
the absence of splenomegaly. Intravenous y-globulin was
administered and the platelet count rose transiently, but
exacerbation of the UC continued. Severe anemia devel-
oped due to intractable hematochezia, and the patient
required several transfusions of packed red blood cells.
More aggressive alternative therapy such as infliximab
(Remicade: Janssen Biotech, Inc. Titusville, NJ, USA), ada-
limumab (Humira: Abbvie Inc. North Chicago, Illinois,
USA), and cyclosporine could not be started because of
the severe thrombocytopenia. The blood platelet count
continued to decrease significantly to as low as 4000/
mm?®, and the patient continued to have severe hemato-
chezia. Meanwhile, left leg and right arm DVTs devel-
oped. Anticoagulation could not be started because of
bleeding. Surgical treatment was considered necessary
because of the life-threatening nature of the disease. The
patient underwent combined laparoscopic splenectomy
and total colectomy. Postoperatively, she improved and
the platelet count normalized (210 000/mm?®) within 2
days.

Surgical Technique

Under general anesthesia, the patient was placed in the
lithotomy position and was prepared and draped in the
usual sterile fashion. A 5-mm supraumbilical incision was
made, a Veress needle was inserted, and pneumoperito-
neum was established. A 5-mm trocar was placed, and a
5-mm, 30° laparoscope was then placed into the abdo-
men. Four more trocars were placed under direct vision:
two 5-mm trocars were placed in the epigastric area and
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the suprapubic position, respectively; a 12-mm trocar
was placed through the previously marked ileostomy
site in the left lower part of the abdomen; and a 12-mm
trocar was placed in the right part of the mid abdomen.
We then started the procedure by mobilizing the
splenic flexure, the hepatic flexure, the right part of the
colon, and then the left part of the colon using the
lateral-to-medial approach. Complete mobilization of
the sigmoid colon was performed to slightly below the
level of the peritoneal reflection. We then transected
the upper rectum with an Endo GIA (Covidien, Mans-
field, MA, USA) stapler.

After the colon was distally transected, it was left in the
abdominal cavity and attention was then paid to the
spleen. Mobilization of the spleen by dividing the 4 major
splenic ligaments was completed. The major vascular sup-
ply to the spleen was taken down by use of the vascular
stapler. After the spleen was completely mobilized and
detached from its blood supply, an Endocatch (Covi-
dien, Mansfield, MA, USA) bag was introduced and the
spleen was extracted through the left lower 12-mm
port. Next, the colon was transected at the ileocecal
junction with a GIA stapler (Covidien, Mansfield, MA,
USA) and extracted through the same left lower port.
The distal ileum was then brought up as an ileostomy
using the left lower port.

DISCUSSION

The association of ITP with UC has been well described in
the literature, with a prevalence of 0.1% to 0.5%.> A sum-
mary of reported cases of UC and ITP in the literature®-24
is presented in Table 1. On the basis of our review, no
previous cases underwent simultaneous splenectomy and
colectomy. In some patients, ITP and UC were success-
fully treated with medical therapy consisting of short
bursts of steroids and/or intravenous y-globulin. In cases
refractory to medical management, ITP has often required
either splenectomy or colectomy for cure; in contrast, in a
few other cases, resolution of ITP was refractory to both
medical treatment and splenectomy, and in these cases,
colectomy has actually resolved both UC and ITP.

The pathogenesis of the development of ITP related to UC
is unclear; however, with the resolution of ITP often
observed after colectomy, a colon-derived pathogenesis is
plausible. One theory suggests that during severe colitis,
antigens found in the colonic lumen could generate a
humoral response.'* This would lead to antibody produc-
tion that could potentially cross react with platelet surface
antigens, thereby causing ITP. Another hypothesis in-
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Table 1.

Reported Cases of Patients With UC and Acute ITP
Author, Year Gender Age (y) Treatment
Gupta et al,® 1986 Ma 42 Splenectomy
Dooley et al,” 1986 M 63 Splenectomy
Jinbo et al,;? 1992 M 24 Medical
Adachi et al,® 1994 Fa 49 Splenectomy
Fernandez-Miranda et al,'° 1994 F 22 Splenectomy
Obata et al,! 1994 F 13 Medical
McCaulley,'2 1996 F 21 Medical
Yoshida et al, 13 1996 F 39 Medical
Zlatanic et al,'* 1997 M 18 Medical
Bauer et al,’> 1999 F 20 Splenectomy, then colectomy
Chetri et al,1© 1999 M 42 Medical
Kodaira et al,'” 1999 M 23 Splenectomy
Kathula et al,’s 2001 F 28 Splenectomy, then colectomy
Higuchi et al,*® 2001 F 9 Medical
Miner and Skoog,2° 2001 F 63 Splenectomy
Mizuta et al,2! 2003 F 51 Medical
Mizuta et al,2! 2003 M 19 Colectomy
Varderili et al,?? 2003 M 14 Colectomy
Hisada et al 23 2006 M 36 Colectomy
Funato et al,?* 2011 F 12 Medical
Current study F 19 Splenectomy and colectomy

“F = female; M = male.

cludes the idea that during severe colitis, inflammation
will lead to local destruction and sequestration of plate-
lets, which would lead to the absence of circulating plate-
lets.'”

Several studies have reported that an increased risk of VTE
exists in patients with IBD.25-28 The risk of VTE develop-
ing with IBD varies in the literature. A study by Grainge et
al?¢ reported an 8.4 times greater risk of VIE with active
IBD. In a prospective study from Japan, Sonoda et al?”
found that 17% of a consecutive series of 47 patients with
IBD had detectable VTE. A study from the Mayo Clinic
reported that 1.3% of 7199 IBD patients had thromboem-
bolic events.?8 Of course, those patients hospitalized for
their IBD were at a higher risk of VTE developing com-
pared with ambulatory IBD patients. Previous studies
showed that patients with IBD exhibited heightened co-
agulative-fibrinolytic activities, especially in those with
UC.3 This heightened activity can explain the higher inci-
dence of VTE development in these patients. Thus most
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previous reports agree that management of the inflamma-
tion associated with IBD with steroids is the best measure
for the prevention of VTE. To our knowledge, the occur-
rence of ITP and VTE simultaneously in patients with an
acute flare-up of UC has not been previously described in
the literature.

Drug-related thrombocytopenia must always be consid-
ered and ruled out in UC patients before the diagnosis of
ITP is established. Particularly applicable to UC patients
are 5-Aminosalicylic Acid products, which have been re-
ported to cause thrombocytopenia by direct myelosup-
pression.?? Our patient did receive balsalazide (Colazal:
Salix Pharmaceuticals Inc, Raleigh, NC, USA), which could
potentially cause drug-related thrombocytopenia. How-
ever, this possibility was ruled out as a potential cause of
the patient’s low platelet count because she was throm-
bocytopenic before the initiation of Colazol therapy and
her thrombocytopenia did not resolve after discontinua-
tion of Colazol.
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The second line of treatment for steroid-refractory UC is a
more aggressive drug such as infliximab (Remicade), ada-
limumab (Humira), or cyclosporine. However, because
thrombocytopenia is a known side effect of these medi-
cations, we could not use them in this particular case. As
medical therapy was under way for the treatment of both
ITP and acute colitis, DVTs began developing in our
patient, for which she required treatment as well. With
platelet counts at low levels and progressively worsening
colitis with active bleeding, anticoagulation treatment for
the DVTs was not a viable option, and as such, the deci-
sion to abandon medical treatment and proceed with
urgent surgery was made.

The decision to proceed with splenectomy and colec-
tomy simultaneously in this case was made for several
reasons. First, it is important to understand that urgent
definitive treatment was critical in this case because the
patient did not respond to the medical treatment and
continued to have severe hematochezia and worsening
anemia. Furthermore, because of the development of
DVTs, the subsequent risk of pulmonary embolism
without anticoagulation was high. Therefore urgent and
potentially lifesaving treatment was imperative. Second,
although there have been some reported cases in which
splenectomy alone resolved ITP, there are other case
reports in the literature that describe patients in whom
ITP was refractory to splenectomy and subsequent co-
lectomy was required (Table 1). Conversely, although
colectomy alone has in some instances resolved ITP,
there have also been documented cases of ITP devel-
oped after colectomy.3° As such, the only method to
ensure resolution of ITP and allow for the most imme-
diate anticoagulation therapy for the patient’s DVTs was
simultaneous splenectomy and colectomy.

The safety and effectiveness of both laparoscopic splenec-
tomy and colectomy have been previously documented in
the literature. Both approaches are associated with less
surgical trauma and intraoperative blood loss, reduced
postoperative pain, an earlier return to normal activity,
improved cosmesis, and lower hospital costs compared
with an open approach.3:32 Therefore, keeping these
findings in mind and considering the anticipated in-
creased risk of bleeding from the thrombocytopenia in
our patient, we made the decision to proceed with the
laparoscopic approach and the patient underwent com-
bined laparoscopic splenectomy and total colectomy. She
tolerated the procedure well and recovered from ITP and
UC postoperatively, and she was then able to be appro-
priately treated for her DVTs.
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In conclusion, we have presented one of the many rare
occurrences of UC presenting with ITP. However, this is
the first case that has been reported in which DVTs—
another known but rare complication of this disease—also
developed in the patient. The development of 2 DVTs in
our patient complicated the treatment plan and increased
the urgency for definitive treatment. As such, medical
management was abandoned, and combined splenec-
tomy and total colectomy were performed laparoscopi-
cally to manage both the UC and ITP at once. The lapa-
roscopic approach was optimal for this patient and
resulted in a satisfactory outcome. With the handful of
case reports and series available, it is important to con-
sider ITP as a potential cause of thrombocytopenia asso-
ciated with acute exacerbations of UC. In cases in which
these entities are refractory to medical management or
complicated by occurrences of VTE, simultaneous colec-
tomy and splenectomy may cure both UC and ITP. The
laparoscopic approach is safe, feasible, and well tolerated
in such patients.
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